IN this study we have investigated total fiver RNA and the expression of mRNA in the rat fiver in vivo after a slow stimulation of interleukin-1. A total dose of 4 g interleukin-l was administered via a subcutaneously implanted osmotic minipump over a period of 7 days. Plasma concentrations of 2-macroglobulin manifested a rapid increase, reaching a peak on day 2, while m-inhibitor-3 manifested a marked initial decrease to 50% of the baseline level, followed by a tendency to increase again. For measurement of total RNA and specific mRNAs from the fiver, rats were sacrificed at different times during the experimental period. Total RNA peaked at 6 h, the level being approximately 60% higher than baseline value. Specific mRNA from the liver for 2-macroglobulin and l-inhibitor-3 were quantified using laser densitometry on slot blots. The amounts measured during the experimental period agreed with the pattern of corresponding plasma protein levels. From barely detectable amounts at baseline, 2-macroglobulin mRNA peaked on day 1, and then declined. Levels of m-inhibitor-3 mRNA manifested an initial increase at 3 h, but then declined and remained low until day 5 when there was a tendency towards an increase. It was concluded that the levels of plasma concentrations of 2-macroglobulin and zm-inhibitor-3 are mainly regulated at the protein synthesis level, and that long-term interleukin-l release could not override the initial acute phase protein counteracting mechanism triggered.
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On the other hand, rat 0{113 has no counterpart in man. In the rat it is one of the most abundant plasma proteins with a normal concentration of 6-10 g/1. The protein is a proteinase inhibitor, but also manifests binding capacity for other 18 proteins such as rat 0q-microglobulin which suggests it to have other complementary functions. 0{113 clones are capable of binding to polyclonal specific antisera, as was shown when a rat liver gt11 cDNA library was screened for other proteins. 8'9 We have induced Total RNA in the liver manifested a marked increase noted at 6 h after the start of the IL-1 stimulation, after which it decreased to a level approximately 20-25% greater than the initial level. The increase of total liver RNA is in agreement with the increase seen after turpentine-induced inflammation in the rat. 26 The persistence of increased levels of total liver RNA may be interpreted as a consequence of a slower course due to the huge numbers of proteins being produced by the liver, rather than a consequence of a long-term stimulation by To sum up, we have found slow continuous exposure to IL-1 to induce an acute phase protein response in (z2M and 5113, characterized by changes in plasma concentrations and corresponding changes in liver mRNA levels. Although the IL-1 stimulation continued for 7 days, it was not possible to maintain the acute phase response, which suggests the presence of a counteracting mechanism triggered initially.
